. Amino acid sequence alignment of IMPDHs from M. tuberculosis H37Rv and C. parvum Iowa II. (*), (:), (.) and (-) indicate identity, strong similarity, weak similarity and gap inclusion among the residues, respectively. Conserved amino acid residues involved in C64 binding were boxed by a solid line and are indicated by asterisks below the alignment. The strongly similar residues were boxed by a dashed line and are indicated by a black dot. The alignment was carried out using ClustalW.
Amino acid sequence alignment of MtIMPDH and CpIMPDH
. Amino acid sequence alignment of IMPDHs from M. tuberculosis H37Rv and C. parvum Iowa II. (*), (:), (.) and (-) indicate identity, strong similarity, weak similarity and gap inclusion among the residues, respectively. Conserved amino acid residues involved in C64 binding were boxed by a solid line and are indicated by asterisks below the alignment. The strongly similar residues were boxed by a dashed line and are indicated by a black dot. The alignment was carried out using ClustalW. Computational studies -homology modeling
The model was developed based on IMPDH of Bacillus anthracis which share 54% identity with MtIMPDH. The sequence alignment of MtIMPDH over the template is given in Figure S2 . The model developed has been found with similar structural features as that of template. The root mean square deviation (rmsd) of the generated model when superimposed over the template was found to be 0.72 Å ( Figure S3 ). The model developed was subjected to loop refinement and the final model was energy minimized using OPLS_2005 force field.
The stereochemical quality of the developed model was assessed using PROCHECK. Ramachandran plot for the model ( Figure S4 ) showed 96.1% residues in most favorable region, 2.2% in additionally allowed region, 1.1% in generously allowed region and 0.6% residues in disallowed region. These statistics revealed the reliability of model and the presence of majority of residues in a phi-psi distribution that is consistent with right-handed α-helix. The overall model quality was assessed by ProSA analysis which resulted in a Z-score of -9.77 ( Figure S5 ).
This Figure shows the model falling in to the X-ray crystallographic area in the plot corresponding to its quality. Hence, this model was considered for further docking studies in the present work.
Though the model developed contains the coordinates for XMP which was incorporated from template, a structural superimposition of template and model was done to identify the conserved active site residues. The superimposition of active sites of both model and template is shown in Figure S6 . This alignment revealed that the XMP from both template and model aligned exactly over each other and most of the active site residues which interact with XMP were conserved in both protein structures. Most of the residues like Thr310, Asp341, Gly343, Gly364, Ser365, Tyr388 from template were found to be conserved in MtIMPDH model as Thr343, Asp374, Gly376, Gly397, Ser398 and Tyr421, respectively. Moreover, a SiteMap analysis was also carried out to locate the active site pocket of the model developed which resulted in identification of XMP bound site with maximum site score. Hence, the XMP bound site was used for further docking studies. 
